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(57)Abstract: 

PURPOSE: To obtain an immature type myeloma cell treating agent inhibiting survival of 
immature type myeloma cell which becomes a main body of a cell group exhibiting resistance to 
a chemotherapeutant. 

CONSTITUTION: This immature type myeloma cell-treating agent contains an interleukin-6 
receptor (IL-6R) antibody. A monoclonal antibody derived from mammal is preferably used as 
the IL-6R antibody and the antibody includes PM-1 antibody, AU 12-20 antibody, AUK146-15 
antibody, especially preferably human PM-1 antibody. IL-6R antibody is bound to IL-6R. 
Thereby, the bond of IL-6 with IL-6R is inhibited and a signal transmission of IL~6 is blocked 
and biological activity of IL-6 is inhibited and survival of immature type myeloma cell in which 
survival is kept by IL-6 is inhibited and eradicated. 
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(54) wmv&m ii--si'tt*-mw*mi&fmt.^zjmm#wmmfe%m 

(57) 

[gift] *r«ft. *^M#PMfflJS^»M©^«„ 



[#fffit#©*6B] 

[»*H3] |friB*«5S#MH«^ VLA-5" 
MPC-1- ©*H!SJR*ir«-*Ci*1f»4"J-SI»* 
3H 1 ©*ISS#MMfflM6SRriJ,, 

[i»*3jr4] we-* >*-n-f*>-e ns:/*->&s 
i-rsswaa i a>mm*wmm&m. 

^ * O - ^SttfrC* S C 4 4 ? 3 If JfcJH 
1 05ft^#KMIM&&S0N. 
[if*S6] iiaiE-f>#-a>r*>-6 U-fe:/£HK 

b*n\tt#v*>&c tzftmt-tznwM 1 ©* 

WPM- l*fi^*SC 1©* 
[0 00 1 ] 

[«ifl±©fW#lr] *ISI!iB-f>$-a-f+>6l/'fe 
[0 00 2] 

iHUiittNiiiutt0W£f b t/WMrc, 

4. #MM»©£^fr«3iHT-4l,"r, 
+ >6 ( I L — 6 ) *»^ji5:«*l4Ur#it6nru* 
(Kawano6, Nature, 3 32, 83, 1 9 
88:Klcin6, Blood, 73, 517, 19 
89) . 

[0 00 3] I L-6l*B«BaW«H-?2**l,>B^> 

I L - 6 t*B y >^-««3RttlS©}SSttfbCCM#-rs»fbH 
^il/til§n(Hi rano6, Nature, 3 
24, 73, 1986). ©,M©1i^CfU 

wzj&it-r&'Utfcy- a v u j > ■€$> s c t &w 6 *> 4 a 

■^fc (Aki ra^, Adv, in Immunolo 
gy, 54, 1, 1 9 93). 

[0004] il-6», mm±n-m<o % >^ zm* 
/i-Lr-e©*«^*a«jffitt4ejt-rs. — 1 l-b 

*^S^-T*^S^J8 0KD©y F*S-£tt£ 



(2) <&m¥-8 - 9 9 9 0 2 
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I L-6 l> ( I L-6R) r*-5o I L- 

©flSK. ±£*©Mlfi^*ftfo6fc£«ifi8tt I L - 6 R 
(s IL-6R) il tfffiT €> „ fe5 — 3tt#U5tf> 

F&^te©^ yj-fr&mcmi s frt-mm 1 3 0 kd© 

gpl30-C*^ o I L - 6 4 I L-6RBI L-6/ 

i'fgplSOig^CiKif), IL-6©» 
^Wffif43&SffllBtce»3tiS (Tagaf,, J. Ex 
10 p. Med. 196:967, 1 98 7). 

[0005] Kawano^B> VLA (very 1 
ate activation ant i gen) -5 
&£i,4*MPC (mature plasma eel 
1 ) - 1 (Huang 6, Blood 82,372 
1 , 1 9 9 3, -866 88) 3$©#ftH$ffl|& 

±.<DmmiKmc & k> , fmwmm&v l a - 5 m 
tt(-)MPc-i- (D^mmwmmmm. vla-5 

- MPC-littC ) ©EpKM#iMWfflJia*J«fcCXVL 

a-5 + mpc-1* timmfmmamicftvbtizc 

20 t*$muit (B 1 o o d, 8 2, 5 6 4, 1 9 9 
3) . 

mbtlX^Z (Kawanof,, W5 6 HlHttM^ 
i^SH, 2 6 11, 641, 1994). Cft£ 
t\ I L - 6 RRfltfcJlI*. SCi fc<£ 0 > -jRWKfB 
BIIUa©*(WB3W«llW3tl-SCi (Goto 6. Biot 
herapy 7, 655, 1 9 9 3) fecfcD 5 1 L - 6 
#s*^#«M«©*tM£«rl!t-r £ Ci ( K a w a n 
30 o 6. Blood, 82, 564, 1993) &%ahtl 

[0007] Lfrisiz&ii. ctihmmtwssmmmo 

fc> CWCIL-6 Ria#?65*«®#«H«©S* 

<. *^s#MWBjja©^#eftfca:»K^L,rt^^ 

40 [0 008] 

ajawtc*sjrr*sjie(«4SwsftTte/&r. *$®# 
t>fc„ o T^ffew te^mmftumMmctt-? a 

[0 00 9] 

*a^-r ^ < ttffwse i/fctt*. i l - 6 Rtsflcswfc^ 

50 *!*§!IffiJatt©^**-i-^^f#ff|JMBja©*#*FI 
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l> < it. *»Htt I L - 6 Rffi4t**tttt#&-*-&?HI& 

M#«w«Biao^#i?a»f / PM*wrs^M#«jiim)ia 

*&«0W*«0W-.5. 5 etCl^L < BE, I L - 6 

Wft-r&o 

[0010] 

[jUtttttiiM?] ^iWfflsni, i l - e u-fe^ar 

-tn.mt . I L - 6 JC J: S ^ ^ ;P 

o— tJi-mmm $ la*. c©jif*« i l - 6 r 

•S-aciJCct?), IL-6iIL-6RCDi^lSl 
I L-Q<Disifi-}]>&Mi8,KL. IL-6©» 

[0 0 1 l ] -=e^^n-^;i/!S#©jg^ffl||@(DSK)®«« 

6 ^ -tr^ab & t > «.f eWRfi*©* ^ a - ^HEft** 

[0012] C©<t5ft I L - 6 H2^-»ibt 
(*> PM-lK#(Hirata6, J. Immuno 
1. 1 4 3:2 90 0-2 90 6, 1 98 9), AUK 
12-2 0JW*, AUK6 4-7tn»&£t,>«AUKl 
4 6 - 1 5£W$ (Hl^fFtniI<&gS#WO 9 2-19 

7 5 9) ft£W6h4. ■^yfu-i'mmt. S* 

So IL-6R4ifPSIiltfiHt, 

cti*jiS©^y^jsccb?t*5o-c^fejgi/, ftens^ 

am©^^»;-^>^(cj:f). -zspu-i-A 
-c#So 

[0 0 13] Jc^MfM^Cte:, 

M<t its, &m<&mmffi£MmnE P3 25474^ 

(cBS^Snfct ML-6 R©jft£f-ia?(I*ffll>£C: t 
(CiotffetlS. b h I L - 6 R©«fi^-ie?iJ£&*tJ 

©^-« t> * -micftx t xm^m^mm^mmmM 

©I L-6R$>;^S%«WL, C©«»IL-6R 
[0 0 14] I L-6RitffiMm±t,cmLl,Xl,>2>t><D 

<mt£fflmm£*)MmLri,>2>-sjtm<Dt><D < s i l- 

6 R) HfiVMt LXmmx-ZZ. s I L - 6 RMSSM 
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tdteL-cos i l - 6 r (D^cmm^mm^ 

tiX is i) . S ^ «fflfla«SiiM«i IB 

Wrt««*t5dllut:i»*j^T?I6Hi^ I L - 6 R £M& 

IS i ©S£-tt£#jPt L "CilJRf S ©#>*? £ b < , 

So 

[0015] «^HSJR*«|i»CC«sgtS-&{ctt. <&»©* 

iKiOfrbtiS. AftffiltCB. JBfHKJK&PBS (P 
hosphate-Buffered Saline) 

*.>*Zs h*Jtfi#fflLT, l>i¥L»jfJ&C 4 - 2 1 B«tCiS! 

[0016] COi^KML. Jfo^iCBFri^DJattU 

20 ^JU*s±#-rs©^WiSi/fcf^(c, V9Ubft#>&ft®m 

tm&zti&m-fiommmt Lx<Dmm,mw<D* id- 
-r-ctc, <a^a©ffi^©««. w*.,*, P3 

(P3x63Ag8. 65 3) (J. Immnol. 1 
23:1548, 1978), p3-Ul (Curre 
nt Topics in Micro-biolog 
y and I mmu nology 81:1-7, 1 
978), NS-1 (Eur. J. Immunol. 
30 6 : 5 1 1 -5 1 9, 1 9 7 6 ) , MPC- 1 1 (C e 
1 1, 8:40 5-4 1 5, 1 9 76) : SP2/0 
(Nature, 2 7 6:269-2 70, 1 9 7 
8) , FO (J . I mmu n o 1 . Meth. 35: 1 
-21, 1980), S 1 94 ( J. Exp. Med. 
1 48:3 1 3-32 3, 1 9 7 8 ) , R 2 1 0 (N a 
ture, 277: 131-133, 1979) m&#f 

[0017] m&&Ll£fflM£. 5iO-v«i©IIi! 
^•»S*W«:«^n©^"i*. tc t?U£, 5;vxf--f>6 
40 (D-fim (M i 1 s t e i n6, Me t h o d s Enz 
ymol. 73:3-46, 1 9 8 1 ) mcmCXft 5 

a, mmm^umm<D^Ticm^<Dmmmm^xmm 
3ns 0 M-&&mmt Lxum^a, skux^u^^u 

(PEG) , •fe>^V^^JUX (HVJ) mm 

;p^;i/*+-> Fmoffismizmmmi-rz c t t>xz 

So 

[ooi8] ftmimmt 5 z-u—?mmt<D@imm£ 

50 » v ;xn-7iWU^MH%l-l 
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ttRPMI 16 40^*E MEMig*g, *©fltu C 

* o . 3 6K, ^isiijfli^ ( f c s ) m^stmmm^m 

[0019] muski-^*. wsftj®ffliai 5 xn-?i 
Mtommmzm&t§mmtpx?<i:<m^i<. ^*e>. 37 
"c^iaicflnsL/^PEG^, m«. 0 

0 0 -6 0 0 0HS©PEGiIS, MSK3 0-6 0 

% (w/v) ©tgK-casniu s^-racitctore 

f -586fP*«IO jW C <t tc J; D ^ -< 7 V F - v©SfK 

[0020] mm^j-i'v F-vw. as©®ji?^f« 

^y>fcJ:tf^s^>43*fig*?K) riginr-sctfc 
-rs^w^y F-v«^©«jja (im^ttini) *9E»-r 

[0 02 1 ] C©J:5CC0-CfP^3tlS*^^n-^^ 

*»tt©#ffi«: *©*&»±»£ Lrff 

3 *i£ 0 W#©#Stt. iftKl£©&ft&&& 
©icMLTfoO, «#©3fffitt. frtf$©*S£S 

[0022] 3 6(c, mz<Di7mt£. i ) i mh*iz>*:; ? 
fovh^^ -ffi^»isr©fl!«*a**i]ffii/T* 
nz*s?u-j-jmmz, wmmsmmm (ri 

A) . »*^SI>J^S (E I A, EL I S A) . SfcJfcR 
(Immunofluorescence Ana 

lysis) m<omn<Dfi^m^mc^x)i}i^^m 

[0 02 3] ^KicffiMStiS-t^^n-^Jrtf*: 

^W^>; F-v*sjg^rs*-'i'a-^;Hrt#:icKR 
6nsi©-C«ft<, tFWSIWIMISTS 

<u>. m«, t vtmvmmMm. m«. 
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[0 024] § 6>tC. fflSJjg (reshaped) bfc 

**©•«*»> fci^.«v^X{rCft©ffi?itt^M«(C 
«fc 0 t Haf*©tfflttt9t5e««*«ftLft:*»©r* 0 . 

[0025] &*>\ ^sicfSD. wt/Sb viKwomm 

<DaJ%mn<D7l>-~&>7-? (FR) fi©7S/f^ 
itltl.imSatoS, Cancer Res. 
53:1 -6, 1 9 9 3) . C©J; 5 ftffif J&t rtnft 
iL-rt FSHfcPM- 1 (hPM- 1) fntffc&q?*U< 
«Sj*S*l* (BR^tIUH&M*W0 9 2- 1 975 
9 4#M) . 

[0 02 6] 36K«tSMK^lx, IL-6©gtt4 
20 mmtrZfrgVVmvmK. fciAtfFabMW4F 
v, H$I<fc LII©F v^rB^fr V ^CS^Slf/ci^ 
>Wx-f>Fv (s cFv) 4a- FT 

K«flrr£Ci*!t?*S. (m«. Bird?., TI 
BTECH, 9:1 3 2- 1 3 7, 1 99 1 ;Hust 
on<=>, Proc. Natl. Acad. Sci. US 
A, 85, 5879-5883, 1988 4#M) . 

[0027] *#sw© i l - 6 v*-?z-~im*mhm 

30 ©I L-6<Dis>?-t)l&M*&mL, IL-6fcJ:fj£ 
•J. ^n6©*«iS#tt«,fflja©*im5cW^-Cab-2» 0 * 

[0028] xmio&mitumfflm&mfflot h sc 

-5„ mtf, fci:^ 1 - 1 0 0 0mq/,*^©ffiH-C4@ 

WF<Dftmmm.*$m-? z ctms. l *> u ft*s 
6. *i6iB©*^f#sisiiija^iMgf!i»cti6©fa:^a 
tc$iiKBsn-sfe©-c«ft^ 0 
[0029] ^mMo^mm^mmmm^mmu^mic 

50 ^IJ, fci^.{*. Tween80, -fz^^^, b hjfiltf T 



(HSA) &<Sf*^fcfc(Dr*tK £fc«, 
[0 0 3 0 ] 

1 - b F I L-6l/-fe^-jRftPM- 1<P1 

£ 

Hi rata 6<D2ri£ ( J . I mmu nol. , 14 
3:2900-2906, 1 9 8 9 ) $C<fc K> Vff&Vtctfi 
I L-6R£t»MT 1 8*CNB rfcJ:gffittffc3tfft: 
t7rn-X4B (Pharmacia Fine C 
hemi cal sS, Piscataway, N J ) t 
m^<om^ f C L fc & o 3 i± % I L-6R (Yam 
asaki6, Science 241:825-82 
8, 1 9 8 8) *«»l,fc 0 

[0 03 1 ]tftb%, t>^o-7ifiiU2 6 6 
£ 1 %^fh^> (Wako Chemicals 
»)\ 1 OrrWh 5 > (pH7. 8)te<tV 

0. 15M NaC 1 *#tM rrMp -^77^7x^ 

(Wako Chemicals!) (^ F^>M« 

MT1 8|S#i«^Lfc. -tQSL tT~X*5*FF~> 
iffit 6 L/ , 563ffi{C« l > I L - 6 R 

[0032] BALB/cv^^^3xio 9 flCDU 2 
6 6«^6f#/c±fESP^#f*J I L - 6 Rri 0 Hte* 

tfc 0 jsSfiHMt^^^ecD^^^y F-vgt±jf4 

TBBO^rffifcr I L - 6 R^<D*S^f£*W^fc. 5 x 

1 0 7 ffl(DU2 6 6$fflJfS^3 5 S-^^^r-> (2. 5 

mc i ) rwi, ±m*j>*?b~>mmmT:vsmitv 

fco 

[0 0 3 3 ] Dl»ffcL/fcU2 6 6«UB*0. 0 4 rrflgM 
(D-fe7 7 n-X 4 B tf-XiM^^f /cMT 1 8SW£<b 
F^>iMt6@^l, 0. 

2 5ml<D5^F~>««iR (pH3. 4) KiJ;^ 55 S-^ 

L-6R*SKaS#, 0. 0 2 5mlCDl 
MTris (pH7. 4)"CcfifPLfco 0. 0 5ml(ZVW 
F-vig#J:vf ^0. OlmlOProteinG-fe 
7rP^ (PhramaciaS) il^Lfc, 
[0 0 3 4]mWI, ^TP-*£±fErl?SgL 
fcO. 0 0 5m10 3S S&fftl L-6Ri»iifc(C-f> 
+ ^^M/c 0 ftMKiI4SDS-PAGEt» 
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M- l£«f;5;L>fc 0 A^^';F--7PM-1^6«aS 
ft£ I L-6R©tf*PM- ltt, I gG 1 KMWzfZ 

[0 0 3 5 ] >\A74 F-7PM- 1 i>m%&Z>$iW<D 
fc F I L-eRCcSfrTS I L-6©J|ft^ffl«Ste*fc h 
S xn^vaSSftU 2 6 6 ^rf l>ti^/c 0 fchlM 
IL-e^tiOWKHiranoS, I mm 
unol. Lett. , 17:41, 1988), sjOl/ 
h>-^>$-aai (New England Nuc 
10 lear, Boston. MA) dcj: *) 125 iSl/c 
(Taga^ J. Exp. Med. 1 6 6:9 6 7, 
1987) 0 

[0 03 6 ] 4X10 5 i©U2 66», 1 0 0{g 

mommimmm il-6 ©MTtM^t, 1 m 

BL 7 0% (v/v) (D/W^y F-vPM- 
±»RCX1 40 OOCFMCD 125 I flHR I L-6££fcfc: 
ig*Lfc 0 7 0 M 1 (Df>^M4 0 0 // 1 ©v^^a 
7a^yx^U>^ A ^^CAtlfc3 0 0 n 1 CDF 

20 fc D *<d*s*. ^>f^yF^PM-i^M-rs$ift 

tt. I L - 6 O I L - 6 RW ife^EStSC i 

[0 03 7] »#W2. fc h»hPM- lOffla 
fc hMffcSifth PM- 1 ^SiMttll&ifWO 9 
2- 1 9 7 5 9 iClBfgCD^ffiCC J: Df4Jfc 0 1 rffi 

JSSftfc^Y^y F-vPM- l^^Sffir^RNA* 

mmv, cft±o-*«cDNA©^«4ffr?fco *°y 
y^-- ^aunsje (pcr) m^-i/xpM- 1 cd 

VSKKDDNAtiWIlfc. PCRffiCCtt«-r«^-/ 
30 S. T. Jones6, Bio/Techno 

logy, 9, 8 8, 1 9 9 UCfatgSftfc&CD^ffll* 
fc. 

[0 03 8 ] PCRffiJCjcOWilLfcDNAIIIf^SflKH 

u ^^x^^/N o MLiivM^n>-F*r^ae^* 

K*£«^*#tfDNA*rtf*#fc. Cti6<DDNA 
BrM-*^7X5 FpUC 1 9fcJftl6U ^ItDH5 a 
cD^>fc^> Ffflia^AL,rAJHW^OT^^*f# 
fc 0 C©*«iaft»*6±iB^^5 F*#, 7 
40 F*<D c D F41M<Dtt£!&tl*> ^ffifc t,fc#* 

^SBEL, 3 6CcSV{RW©*B«tt»Ji«« (CDR) 

[0 03 9 ] ^7PM- 

mt-r&ittos -en-etiv^^PM- 1 klii&i^hi* 

CDVM^*^- FtScDNASHCMVIBB^^^- 
SCjfALfc* fc hMftfc F PM- IJSft*ftJ58rrS&» 
JC, CDR^ttStCcfc^ 7»)XPM- 1©V««CDR 
£t FKf*^#ffi0fc o fc FMitKftcDCDR^^^ 
KMS^gPfi^ffM-r 2 <fc 5 CCfS«aD^IS««© 7 U - 
50 (FR) ffi^cDT^ sm%&t&Ltc 0 
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[0 04 0] CCD^SiClrXitmistct hMffcPM- 1 

i±£ft360C x thxn>y-> 3 >77^^Ia (H 
EF- 1 a) ^a^^^^^j^^^^^ii 

AO, t hffl^bPM- lK#L«*5j:a c Hfll*»H'rS 
Offl^cEJB^CJfA-r^Ci^J:^, fcMHfcPM-l 

(hPM-i) zm&-?&mmw%m±LL?c 0 n^ntc 

fc h^tKftOfc h I L-6R^»EL I SA 

icxmrnotca $6oc, h pm- niv^xjxftfej:^ 

^mfctmmc, t h I L-6©t h I L-6R^ 

[0041] mmi 
( i ) nwmmm<Dfrm 

ftmzn ^tc 0 9mm*. v^^m^mms e p a r a 

te-L (Muto Pure Chemicals 

co. ) fcctsa^ifcu **E«ia*»iiufc. 

[0 04 2] cn6O#«ffllS*2 0 0 /z fir /ml BS 
AtecfctfO. 0 1% NaN 3 ^tfPBSiCSxi 0 
5 I/20Mli&6J:^ISU ttD^cg^2 0 
M 1 ©SiCD 1 9^y^O-t;PJJft (mAB) ( I m 
mu n o t e c htt) , jRCD 5 6 mAB (Coul t 
ertt) „ JSVLA- 5 mAB ( I mmu notech 
it) *S^»JftMPC~ 1 mAB mmW-6-8 86 8 
8#M) *SPA, 4^fcT3 0#IB^3efc«, 2 0 
mM Sodium Phosphat eWM. 25 
M NaCl^PBS (pH7. 2 ) T^EIgfc^L 

1 0 0{g#f?L/c4 0 /x 1 (DPE 
(phycoerythr in) fe^i^lrtv*? X I g 
G ( I mmun o t e c htfcJK) &CT$fefe (4°C, 3 0 

U HfEPBSCCTZliafflE^oa, 1 5 m 
^^Jfili (Chemi contt) ^rftl^, 4 °C, 20^ 
IHI-f h U 36&C2 0 m 1 CDSulBPB ScpT 

5/i 1©F ITC (fluorescein isot 
hiocianate) Ifr^SiC D 3 8 m A B ( I mm 
unotechliS) ^mMOXm&ly (4 0 C t 30^ 

Pfi) , fflrEPBSCcrz:|p|«fe^ofco 

[0 04 4] Ctie»ziM^fe§ti/c#ilfflia%^n-^ 
-f-hy-^- (EPICS ELITE, Coult 
erft) 6cr»36*»3&r*CiCC<ti5WWL^:. #H 

j»<D*fflfS]R*jiiwofaie*, #«»*fflia^, vla- 

5 + MPC-1 + (Df&mm, VLA-5" MPC-T 
©Wte<t^VLA-5- MPC-1- (Dimmed 
it6Wc (Kawano6, Blood, 82, 56 
4, 1 9 9 3) 0 

[0 04 5] (2) #«M*BflS<DT#r— ; ^*Sf« 



(6) #M¥8 -9 9 9 0 2 

10 

#«J»ffliacD*ff^fc<J:CK5BMJ)acDTjj< h — 

FDA (fluorescein diaceta 
te.Aldrich Chem. Co, 8) fcit^P 
I (propidium iodide, Sigma 
a) *ffl^fc:^S7P-t>f>y h »J-S (Can 
cer Res., 49, 3776, 1 9 8 9 ) tCXM 

[0 04 6 ] t h#IliKKMS-5 (Oh t su 
10 ki&«Acto. Haematol. Jpn. .5 
1, 1 0 5 2, 1 9 8 8) £ ( 1 x 1 0 6 ) ffl/ml£& 
&<£5fc: 1 0% FCSiJDRPMIiftSeiWt 
7*'H^i»«dexamethas 
one (SigmaB)lrlxl 0~ 7 Mt &5 <fc 5^»D 
L/Co 3 7°C^TS#2 4Hmif*^KMS-5M^F 
DA/PIfcmifeL, :7P—F>f 
7&Sr$teL/c 0 ^(DffiJH, H2K:jj*TJ:5fc: % dexa 
methasone #m&C <fc 0 ^ffllBHi^ (FDA" P 

i- ) tern*.. Ttfb-^x&mmstiitmMomft 

20 (FDA" P I" ) tftEESLfc. 

[0 04 7] FDA + P I" I»*j<fcOTDA- P I" 
B#OifTO£:7n~lJ* -Y b* b V-fcXftmV, Br. 
J. Haematol. , 71, 343, 1988 

DNA4L 2 %T^P-xy;H^»(ct^l 
fc 0 *<D*feR, H3CC^<t5(CFDA + P I" W\ft<D 
ilfflSfiStODNAB^Lr^a^^fc^ FDA" P 
I - H^CDfflBatt, T^h^^(D#fr$>^DNA© 
W&fr&^WBfccfctf ladder tfcZVO F#S#6ft 
30 /Co 

[0 048] Hjjfeffll 
^ftWcfBi&DFDA/P I^M^fe^P-1t^ b 
y-ffifcJ: D A#fHimin<D in vitro fcfctt 

PE)g^HVLA-5{ai*^cfc^PE|§^KMPC 

Mlfc 0 MWcVLA-5 + MPC-1 + <D$m 
SL VLA-5" MPC-1 + Q^ffflMfcJci^VLA- 
5" MPC-1 " CO*^MCD#SI«fflia?: 1 x 1 0 6 ffl 

40 /rrfl£&& <£5 1 0% FCSW^1X10" 5 M(D2 
-y^^hi^y -fr&^teR PM I teSjfi 
3 5X1 OmrrKD t issue cultured 
i s h (F a 1 c o ntt) 0c^aL/c o 
[0 04 9] Cti60W^ 2 OU/mKDffi^St: h 
IL-6 (rIL-6;Hirano6, Natur 
e, 32 4, 7 3, 1 98 6), bOug/mKDtbM 
ittkh I L-6 U^:/£HKf* (hPM-.l ) 
t>tt*ffftTKr 3 7 Q CT 3 BIBS«Lfc«, FDA/ 
P I %m^Xy\3-V J bJ-%- (EPICS EL 

50 ITE, Cou 1 t e rtt) CCi0a**«JJEU, *iNH 
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11 12 
m<Dtb^^tc a &te, 3> h D-JHi, rIL-6 * [0 05 0] 
teJr^h PM- 1 #ffirFre*Ufti. 1 [* 1 ] 



**E&5fe ^ffiftH ^^B5g)Jt^ (*0 







3 y h yl/ 


rIL-6 


hPM-1 


rIL-6+hPM-l 


l 


VLA-5 + HPC-l + 


40.5 


39.2 


41. 7 


40. 9 


2 


VU~5*HPC-1 + 


12.8 


13.0 


14.5 


14. 1 


3 


VLA-5 + HPC-l + 


11.5 


12.2 


10.9 


10.7 


A 




or rj 


no n 

3d. 0 


33. 8 


32. 5 


5 


VLA-5 + HPC-l + 


40.0 


40.8 


39.0 


47.9 


6 


VLA-5 + MPC-r 


42.5 


45.0 


40.4 


42.4 


7 


VLA~5 + MPC-r 


17.1 


15.5 


15.7 


15.2 


8 


VLA-5 + «PC-l + 


30.3 


31.5 


31.0 


30. 8 


9 


VLA-5 + MPC-l + 


5.0 


10.7 


6.2 


8. 1 


10 


VLA-5-HPC-l + 


8.8 


11.3 


9.1 


10.0 


11 


vLA-5-ypc-r 


10.5 


35.0 


10.2 


20,6 


12 


VLA-5'MPC-r 


4.7 


12.4 


6.1 


10.5 


13 


VLA-5'MPC-l- 


4.3 


24,8 


9.5 


15.7 


14 


VLA-5-MPC-1" 


11.0 


26.5 


12.5 


18.3 


15 


VLA-5-KPC-1- 


6.1 


13.1 


6.5 


11.5 


IB 


VLA-5MPC-1- 


17.2 


40.8 


12.0 


29.8 


17 


VLA-SKPC-r 


8.5 


23.3 


7.9 


8.6 


18 


VLA-5"KPC-1" 


4.7 


24.6 


4.0 


7.7 



[0051] £6&c, cne>©e**>6, mmm, *pm 
Mte<kzfzfcmm<D«»mBm<Dmmtcr i l-6#s;r 
s-r^Sf*H4K:^-r. vla-5- Mpc-r <Dm 

ffiKJE^WT€>*^M#ttjWffliacD r IL-6JgjSttcb 
L A - 5 + MPC-r ©^^«ttMfflja (« 1 cp, 

mm^^mmmm 1 - 9 > 

l*?J**fiioft:. cn6«#IiIKt rIL- 
6 K <b ^ ^StBli-r , h P M - 1 6t{#$C cfc &£#fflW 
— VLA-5" MPC-1 

[0 0 5 2 ] Ctl6CDMI6tt I L - 6 fc»r*JR}£ffe&s 
*<, rIL-6{cj;04WJ*Lfc B £<DB^ r 

i l - 6 ic£&5mm«mmmm<D&ftmm^mx, h 

PM- lf!ii*{cJ:5W6*K:fflSSnfc (H5) . ^> 
hn-;K rIL-6, h PM- 1 teJ:^ r I L - 6 t 
hPM- 1 ##&TCCteW€>*^#SiffiffllS (»l 
S#a*#ffi®ffliai 7) CDF D A/P I^SSfcfe 

[0 0 5 3] :3>hP-;MCjt^ r IL-6»Sft 
T#F-^*a»Lfc* <£T\ D) ©gftKtfffi 
<, ^ffilSl (*T, E) (DW^^t^ofc. CftiCfcf 
Lx r I L-etecfctFhPM- l#fiET"Cte, T^h- 

isx^mmutdrnmomft (tr, d) <d^k^^ 0 

/c 0 VLA-5" MPC-r *^T*HM#M«lffllB 



irSff**5±ffi* s c t fcct^c^fWh PM- l 
[0054] 

*ffl<Z>£#*Sc-J\ ^ffiSiilVLA-5- MPC-1 " 
30 <D*^#ftMffllia<D*SsNI^FCc tt I L - 6 *s» < «to 
otl>5. I L-6 U^:/£-ta«cj;£*^#ft« 
ffllS<D£#ffl#ftyB**. VLA-5" MPC-1" 
SffttHttlBrCtt < Rti> 6h)fcCi»6, #^<D I L 

[HI ] BIB. rMSS&7n-'*M b UHSKJ: 
(FDA + PI ), DfcfcTtfh- 

40 is^mmmm (fda- pi- k cbt^f^x© 

*#l^3ftfc#fMM^KMS - 5 CD? n-i^ h 

[H33H3« % F D A + PI" (E)teiOTDA- 
P I" (D) B^O*Hja<DDNAT^/P-^y;l/««^ 

DA + PI" (E)HfcK 1/->3BFDA" PI 
" (D) m&V$>2> 0 U->3-CDNACD^teJ:^T 
50 #h-^*<DWSK?&£ 1 ad d e rtftZ>A>K#*6 
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13 



14 



[14] i4«, mumm<D£.imtc i l - e **atat 

MS (VLA-5* MPC-1* ) 

»*»f*^> 1«) o — tfWfi (VLA- 

5- Mpc-i- ) te&vjmmmamM (vla- 

5- MPC-1" ) «#*tt2. 4». 3. 5{§©£# 
[15] H5tt, VLA-5- MPC-1" ©*f?@# 

mi«© i l - 6 ic*hr -sststti > -etitc^-r* h *io 



* PM- 1 fa#©flFffl%^-r. Oti* 1 if ©&*fi*#« 

ism i 3 , ntiig i 4 . A«i5i i 5 . mm 1 6 , x 

1*1117, ▼»|BI18*^-r. Ctl6©*^M#Kttffl 

sa©i#« i l - 6 5 S3#s n, ?:<D£&3m®>m 

[06] H6», VLA-5" MPC- 1" ©*$@># 

■muni <* i if . s^m^mnmmm i7)©n>h 

P-;k rIL-6, hPM-lisiy'r IL-6ih 
PM- 1 ©#ffftTKfett5FDA/P I Z^SfeSfc* 



[HI ] 



[H2] 



c 

FDA-PP 




D 

@ 


E 

(S) 


FDA" PI ~ 


fda + pi- 



FDA 



c itttinm 









2 


" c 


0 


e 










4 


" D 




E 
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